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Langerhans’ Cells in Cervical Condyloma and Intraepithelial Neoplasia in. Smoking and

Non-smoking Adolescents

Sir,

Papillomavirus infection, early sexual activity and smoking
are considered independent risk factors for cervical neoplasia.
However, there is no consensus on the correlation between
smoking and the development of cervical condyloma and
intraepithelial neoplasia in sexually active young women (1-4).
The results of a recent case-control study in Brazilian adoles-
cents concluded that smoking was a significant independent
risk factor for cervical condyloma associated or not with
cervical intraepithelial neoplasia (CIN) (5). Zaninetti et al.
(6) and Moscicky et al. (3) found no statistically significant
relationship between smoking and human papillomavirus
(HPV) infection in female adolescents with altered Pap smear
or DNA-HPV positive hybridization. On the other hand, a
positive association between cervical invasive cancer and smok-
ing has been established, with a relative risk of 1.8 to 10 (4).
The oncological mechanism triggered by smoking is not well
understood, but it may involve changes in cellular immunity,
since it has been stated that cervical biopsies show a reduced
number of Langerhans’ cells and an increased frequency of
morphological alterations in the epithelium (7). The aim of
this study was to compare the number of epithelial Langerhans’
cells in cervical biopsies of sexually active smoking and non-
smoking adolescents, who had cervical condyloma with or
without CIN. It was intended to clarify the effect of smoking
on these accessory immunological cells and on the predisposi-
tion of cervix epithelium to undergo viral infection with
corresponding morphological changes.

SUBJECTS AND METHODS

Langerhans’ cells were counted in cervical biopsies of 49 sexually
active adolescents aged 14-19 years (median = 18 years) with cervical
condyloma. Sixteen patients had never been pregnant, while 33 had
had one to three pregnancies. Twenty-three patients had only one
sexual partner, while the remaining 26 had 2 to 5 partners (overall
mean 2 sexual partners). Twenty patients were smokers and 29 non-
smokers. The 20 smokers had been smoking 3 to 40 cigarettes a day
(mean =13 cig./day) for 6 to 96 months (mean=42 months). Cervical
biopsies obtained through colposcopy were formalin-fixed and
paraffin-embedded for analysis. Langerhans’ cells were detected by an
immunohistochemical reaction using the polyclonal antibody to S-100
protein (Dakopatts). Previous enzymatic digestion with trypsin was
performed on sections, and incubation with the antibody (dilution
1:1000) took place overnight at 4°C. Reaction was revealed using the
streptavidin-biotin-peroxidase method. The number of labeled cells
per mm? was determined by light microscopy. Prevalence of CIN
and number of Langerhans' cells permm® were correlated with
smoking x non-smoking, number of sexual partners (one xtwo or
more), number of pregnancies and use of oral contraceptives.
Univariate analysis was performed using qui-quare test and Student’s
unpaired r-test to compare the means.

RESULTS

Twenty-nine patients had pure cervical condyloma, while in
20 this lesion was associated with intraepithelial neoplasia (9

CIN I; 6 CIN II and 5 CIN III). The number of sexual
partners and the use of oral contraceptives were not statistically
associated with CIN. The number of Langerhans’ cells per mm?
was 2.6+2.1 in pure condyloma v.s. 1.9+ 1.8 in condyloma
plus CIN (not significant, p=0.38). In non-smoker adoles-
cents, counts were 2.6+2.3 v.s. 1.841.4 for smokers. This
difference was not statistically significant ( p=0.139); nor could
we detect differences in cell counts according to duration of
smoking, previous pregnancy, use of oral contraceptives, or
number of sexual partners.

DISCUSSION

In cervical neoplasia, HPV probably acts as an epigenotoxic
factor. During adolescence cervix has a high biological activity,
which favours faster viral replication leading to preneoplasic
cell changes. However, in only 1% of infected women will this
condition progress to invasive cancer. In the present study 23
patients were also studied for HPV. HPV genoma could be
detected in 16 of 23 patients by in situ hybridization on
paraffin sections: 2 types 6/11, 3 types 16/18, 2 types 31/33/51,
and 9 of them were infected by more than one HPV type
(unpublished data). The association between CIN and condyl-
oma in 41% of our cases strongly suggests that the two lesions
may have a common pathogenetic agent. The presence of CIN
IT and IIT in 22% of these young women evidences the noxious
participation of HPV infection leading to potentially neoplastic
changes of epithelial cells in such a short period of time.

Certain factors appear to facilitate neoplastic transforma-
tion, such as vaginal secretions and immunological status (7).
However, in our series data do not support the statement that
smoking may be associated with a significant decrease in
Langerhans’ cells counts. In addition, Langerhans’ cells counts
were not significantly different among patients with or without
CIN. In spite of the high frequency of CIN associated with
condylomatous lesions in such a young population, which has
been sexually active for only a short time, this parameter
remained unaltered in both groups, smokers and non-smokers.
Whether smoking will alter the progression of the disease in
these girls must be further investigated.
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